4 




5 or pharmaceuticaliy acceptable salt, ester or prodrug thereof, 

6 wherein: 

/ D-Het is selected from the group consisting of: 



8 




WO 2O05/O-I2: 



-70- 



PCT/US2004/036146 



A is selected from the group consisting of: 

a) carbonyl, b) Ci_6 alkyl, c) C 2 -6 alkenyl d) -C(0)-Cu alkyl, and 

e) -C(0)-C 2 -6 alkenyl, 
wherein 

i) 0-2 carbon atoms of the d-6 alkyl and C 2 ^ alkenyl groups in any 
of b) - e) optionally are replaced by a moiety selected from the 
group consisting of O, S(0) p , and NR.", and 

ii) any of b) - e) optionally is substituted with one or more R 12 
groups; 

B is selected from the group consisting of: 

a) -C(0)NH-, b) -C(S)NH-, c) -NHC(O)-, d) -NHC(SK e) -SCO^NH-, 

f) -NHS(0) 2 -, g) -OC(0)NH-, h) -OC(S)NH-, i) -NHC(0)NH-, j) -NHC(S)NH-, 
k) -NHC(0)0-, 1) -NHC(S)0-, and m) -NR 1 '-; 

nisOor 1; 

D is selected from the group consisting of: 

a) -CH 2 -, b) -C(0)-, c) -C(S)-, d) -C(=NOR n )-, e) -CH 2 CH r , f) -OCH 2 - 5 

g) -SCH 2 -, h) -S(0)CH 2 -, i) -S(0) 2 CH 2 -, j) -NR'^Hj-, k) -C(0)CH 2 -, 
1) -C(S)CH 2 -, and m) -C(=NOR 1 L )CH 2 -; 

E is selected from the group consisting of: 
a) 



R 20 



b) 




c) 
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33 




R 20 \=/ . 


34 


d) 


5-10 membered saturated, unsaturated, or aromatic heterocycle containing 


35 


one or more heteroatoms selected from the group consisting of nitrogen, oxygen, 


36 


and sulfur, and optionally substituted with one or more R 12 groups; 


37 


e) 


C 5 -io saturated, unsaturated, or aromatic carbocycle, optionally substituted 


38 


with one or more R 12 groups; 


39 


f) 


C M alkyl, 


40 


g) 


C 2 -8 alkenyl, 


41 


h) 


C2-8 alkynyl, 


42 


i) 


Ci. 8 alkoxy, 


43 


j) 


Ci_8 alkyltliio, 


44 


k) 


C1-8 acyl, 


45 


1) 


S(0) r R lI ;and 


46 


m) 


hydrogen, 


47 




wherein any of f) - k) optionally is substituted with 


48 




i) one or more R 12 groups; 


49 




ii) 5-6 membered saturated, unsaturated, or aromatic 


50 




heterocycle containing one or more heteroatoms selected from the 


51 




group consisting of nitrogen, oxygen, and sulfur, and optionally 


52 




substituted with one or more R 12 groups; or 


53 




iii) C5-10 saturated, unsaturated, or aromatic carbocycle, 


C A 
54 




optionally substituted with one or more R 12 groups; 


55 


M is selected from the group consisting of: 


56 


a) -C(O)-, b) -C(=NOR u )-, c) -CH(-OR u )- 5 d) -NR n -CH 2 -, e) -CEfc-NR 11 -, 


57 


f) -CH(NR M R 11 )-, g) -C(=NNR n R n )- , h) -NR n -C(0)-, i) -C(0)NR n -, and 


58 


j)-C(=NR n )-; 


59 


R is selected from the group consisting of H and Cj^ alkyl; 


60 


R 1 is selected from the group consisting of: ' 
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a) H, b) CI, c) F, d) Br, e) I, f) -NR"r" g) -NR"C(0)R", h) -OR 1 ', 
i) -OC(0)R", j) -OC(0)OR", k) -OC(0)NR n R", 1) -O-C,^ alkyl-R 12 , 
m) -OC(0)-C^ alkyl-R 12 , n) -0C(O)O-C,^ alkyl-R 12 , 

0) -OC(0)NR u -C w aUcyl-R 12 , p) C,^ alkyl, q) C M alkeayl, r) C M alkynyl, 

wherein any of 1) - r) optionally is substituted with one or more R 12 
groups; 

R 2 is H; 

R is selected from the group consisting of: 

a) H, b) -OR 11 , c) -0-C.-6 alkyl-R 12 , d) -OC(0)R n , e) -OC(0)-C w alkyl-R 12 , 
f) -OC(0)OR 11 , g) -OC(0)0-C w alkyl-R 12 , h) -OC(0)NR u R n , 

1) -OC^NR 1 '-CM alkyl-R 12 , and 
j) 




OCH 3 ; 

alternatively, R 2 and R 3 taken together form a carbonyl group; 

R 4 is selected from the group consisting of: 

a) H, b) R",c) -C(0)R n d) -C(0)OR H e) -C(0)NR n R n , f) -C w alkyl-G-R 11 , 
g) -C 2 ^alkenyl-G-R u , and h) -C M alkynyl-G-R 11 ; 

alternatively R 3 and R 4 , taken together with the atoms to which they are bonded, form: 



G is selected from the group consisting of: 

a) -C(0)-, b) -C(0)0-, c) -Qffm 1 '-, d) -C(=NR' ')-, e) -C(=NR r, )0-, 

f) -C(=NR ,1 )NR 11 -, g) -OC(0)-, h) -OC(0)0-, i) -OC(0)NR n -, j) -NR n C(0)-, 

k) -NR n C(0)0-, 1) -NR n C(0)NR"-, m) -NR n C(=NR n )NR u -, and o) -S(0) p -; 

R s is selected from the group consisting of: 
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85 a) R n , b) -OR", c) -NR U R", d) -O-C,.* alkyl-R 12 , e) -C(0)-R", 

86 f) -C(0)-C M allcyl-R 12 , g) -OC(0)-R", h) -OC(0)-C^ alkyl-R 12 , 

87 i) -OC(0)0-R' 'J) -OC(0)0-C,. 6 alkyl-R 12 , k) -OC(0)NR' "r", 

88 1) -OC(0)NR"-C M alkyl-R 12 , m) -C(OyC 2 . 6 alkenyl-R 12 , and 

89 n) -C(0)-C 2 .6 alkynyl-R 12 ; 

90 alternatively, R 4 and R 5 , taken together with the atoms to which they are bonded, form: 

R 23 

oJ.| To 

91 -\n/*u»/» 

92 wherein 

93 QisCHorN,and 

94 R^is-OR^orR 11 ; 

95 R 6 is selected from the group consisting of: " i 

96 a) -OR 1 ', b) -C M alkoxy-R 12 , c) -C(0)R u , d) -OC^R 1 ', e) -OCCO^R 1 

97 f) -OC(0)NR u R n , and g) -NR ll R n ; 



98 alternatively, R 5 and R 6 taken together with die atoms to which they are attached form a 

99 5-membered ring by attachment to each other through a linker selected from the group consisting 
100 of: 



101 a) -0C(R ,2 ) 2 0-, b) -00(0)0-, c ) -0C(O)NR' d) -NR 1 'C(0)0- 

102 e) -0C(0)N0R"- f) -NOR u -C(0)0-, g) -0C(0)NNR n R n - 

103 h) -NNR u R n -C(0)0-, i) -0C(0)C(R 12 )2-, j) -C(R 12 ) 2 C(0)0-, k) -OC(S)0-, 

104 l)-OC(S)NR u -,m)-NR"C(S)0-,n)-OC(S)NOR n -,o)-NOR I1 -C(S)0-, 

105 P) -OC(S)NNR n R n - q) -NNR u R n -C(Sp-, r) -OC(S)C(R 12 ) 2 -, and 

106 s)-C(R 12 )2C(S)0-; 



1 07 alternatively, M, R 5 , and R 6 taken together with the atoms to which they are attached 

108 form: 
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wherein J is selected from the group consisting of O and NR 1 1 ; 
R6' is selected from the group consisting of 

a) -H, b) -C M alkyl, c) C 2 -4 alkenyl, which can be further substituted with C ul2 
alkyl or one or more halogens, d) C 2 ^ alkynyl, which can be further substituted 
with C1-12 alkyl or one or more halogens, e) aryl or heteroaryl, which can be 
further substituted with Cm 2 alkyl or one or more halogens, f) -€(0)H, g) - 
COOH,h)-CN, i)-GOOR n , j)-C(0)NR n R n , k)-C(0)R u , and l)^C(0)SR n , 
wherein b) is further substituted with one or more substituents selected from the 
group consisting of aa) -OR 1 ', bb) halogen, cc) -SR U , dd) C^ alkyl, which can 
be further substituted with halogen, hydroxyl, C,^ alkoxy, or amino, ee) -OR 11 , 
ff) -SR n , gg) -NR n R l \ hh) -CN, ii)-NG 2 , jj) -NC(0)R u , kk) -COOR", II) -N 3 , 
mm) =N-0-R n , nn) =NR M , oo) =N-NR u R n , pp ) =N-NH-C(0)R 11 , and qq) =N- 
NH-C(0)NR n R n ; 

alternatively R6 and R6' are taken together with the atom to which they are attached to 
form an epoxide, a carbonyl, an olefin, or a substituted olefin, or a C3-C7 carbocyclic, carbonate, 
or carbamate, wherein the nitrogen of said carbamate can be further substituted with a C,-C 6 
alkyl; 

R 7 is selected from the group consisting of: 

a) C M alkyl, b) C 2 -6 alkenyl, and c) C 2 -6 alkynyl, 

wherein any of a) - c) optionally is substituted with one or more R 12 
groups; 

R 8 is selected from the group consisting of H and -C(0)R"; 
R 9 is selected from the group consisting of H, OH, and OR 11 ; 
R 10 is selected from the group consisting of: 

a) H, b) R» c) -Cm alkyl-G-R 12 , d) -C 2 ^ alkenyl-G-R 12 , and 

e)-C 2 ^alkynyl-G-R 12 , 



i 
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136 wherein the Ci. 6 -alkyl, C 2 * alkenyl, and alkynyl group in any of 

137 c) - e) optionally is substituted with one or more R 12 groups; 

138 R u , at each occurrence, independently is selected from the group consisting of: 

139 a ) H > b ) Ci-6 alkyl, c) C 2 -6 alkenyl, d) C 2 * alkynyl, e) C 6 . 10 saturated, unsaturated, 

140 or aromatic carbocycle, f) 3-12 membered saturated, unsaturated, or aromatic 

1 4 1 heterocycle containing one or more heteroatoms selected from the group 

142 consisting of nitrogen, oxygen, and sulfur, g) -C(0)-Ci^ alkyl, 

143 h ) -C(0)-C 2 -6 alkenyl, i) -C(0>C 2 ^ alkynyl, j) -C(O)-C 6 . 10 saturated, unsaturated, 

144 or aromatic carbocycle, k) -C(0)-3-12 membered saturated, unsaturated, or 

145 aromatic heterocycle containing one or more heteroatoms selected from the group 

146 consisting of nitrogen, oxygen, sulfur, I) -C(0)0-Ci_6 alkyl, 

147 m) -C(0)0-C 2 ^ alkenyl, n) -C(0)0-C 2 ^ alkynyl, o) -C(O)O-C6., 0 saturated, 

148 unsaturated, or aromatic carbocycle, p) -C(0)0-3-12 membered saturated, 

1 49 unsaturated, or aromatic heterocycle containing one or more heteroatoms selected 
from the group consisting of nitrogen, oxygen, and sulfur, and q) - 

151 C(0)NRl3Rl3 ? 

152 wherein any of b) - p) optionally is substituted with one or more R 12 

153 groups, 

1 54 alternatively, NR n R* 1 forms a 3-7 membered saturated, unsaturated or aromatic ring 

155 including the nitrogen atom to which the R 1 1 groups are bonded and optionally one or more 

1 56 moieties selected from the group consisting of: 0, S(0) p , and NR 15 ; 

1 57 R 12 is selected from the group consisting of: 

158 a ) R 14 , b) Ci_8 alkyl, c) C 2 . 8 alkenyl, d) C 2 . 8 alkynyl, e) C3-12 saturated, 

159 unsaturated, or aromatic carbocycle, f) 3-12 membered saturated, unsaturated, or 

160 aromatic heterocycle containing one or more heteroatoms selected from the group 

161 consisting of nitrogen, oxygen, and sulfur, and g) -NR. 5 C(0)OR 15 , 

1 62 wherein any of b) - f) optionally is substituted with one or more R 14 

163 groups; 

1 64 R 13 , at each occurrence, independently is selected from the group consisting of: 

165 ' a ) H > b ) Ci^ alkyl, c) alkenyl, d) C 2 -6 alkynyl, e) C3-10 saturated, unsaturated, 

1 66 or aromatic carbocycle, and f) 3-1 0 membered saturated, unsaturated, or aromatic 
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1 67 heterocycle containing one or more heteroatoms selected from the group 

1 68 consisting of nitrogen, oxygen, and sulfur, 

169 wherein any of b) - f) optionally is substituted with one or more moieties selected from the 

1 70 group consisting of: 

171 carbonyl; formyl; F; CI; Br; I; CN; N0 2 ; OR 15 ; -S(0) p R 15 ; 

172 -C(0)R 15 ;-C(0)OR l5 ;-OC(0)R ,5 ;-C(0)NR 15 R ,5 ; 

173 -OC(0)NR 15 R 15 ; -C(=NR I5 )R 15 ; -C(R ,5 )(R ,5 )OR 15 ; 

174 -C(R ls ) 2 OC(0)R 15 ; -C(R ,s )(OR ,s )(CH 2 ) r NR 15 R' 5 ; -NR l5 R 15 ; 

175 -^'WVnr^c^r'Vnr^c^or'Vnr^c^nr^r' 5 ; 

176 -NR^SW^-qOR'^OR'^'VcCR^NR'^^-NR 15 ; 

177 -C(S)NR 15 R 15 ; -NR'^R' 5 ; -OC(S)NR ,5 R 15 ; -NR ,5 C(S)OR 15 ; 

178 -NR 15 C(S)NR ,5 R 15 ; -SC(0)R 15 ; C,* alkyl, C 24 alkenyl; 

179 Cm alkynyl; C,^ alkoxy; d. 8 alkyltbio; Q-s acyl; saturated, 

180 unsaturated, or aromatic C 3 .| 0 carbocycle; and saturated, 

181 unsaturated, or aromatic 3-10 membered heterocycle containing 

182 one or more heteroatoms selected from the group consisting of ! ! 

183 nitrogen, oxygen, and sulfur, i 

1 84 alternatively, NR I3 R 13 forms a 3-10 membered saturated, unsaturated or aromatic ring I 

185 including the nitrogen atom to which the R 13 groups are attached and optionally one or more j 

186 moieties selected from the group consistingof O, S(0) P ,NR 1S , and N; I 

1 87 alternatively, CR I3 R 13 forms a carbonyl group; J 
1 8 8 R 14 , at each occurrence, is selected from the group consisting of: J 

189 a > H, b) carbonyl, c) F, d) CI, e) Br, f) I, g) (CR 13 R 13 ) r CF 3 , h) (CrVVsJ, f 

190 i) (CR'VWj) (Cr'VWWW, k) (CR'YW 6 , I 

191 OCCr'V^coJpCCR^rV'^JCCr'V'^CCrVV 6 , I 

192 n) (CR 1 Y 3 ) r OC(0) (Cr'W 6 , o) (CR V) r SC(0)(CR V)*' 6 , J 

193 P)(CrV 3 )AO)0(CrVV^^ | 

194 r) (CR'V^COJNR'^CR VV 6 , s) (CR V 3 )A=NR Vr V)tR 16 , ) 

195 ^^"^^(^NNR^R^CCRVV 6 , ! 
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196 u)(CR l3 R ,3 ) r C(=NNR l3 C(0)R I3 )(CR l3 R 13 ) t R ,6 J 

197 v) (CR 13 R 13 ) r C(=NOR ,<5 )(CR 13 R ,3 ) t R 16 > 

198 w) (CR 13 R ,3 ) r NR l3 C(0)0(CR l3 R 13 ) t R I6 ) 

199 x) (CR l3 R' 3 ) r OC(0)N R^CrVV" 

200 y) (CR 13 R ,3 ) r NR I3 C(0)MR ,3 (CR l3 R l3 ) t R 16 , 

201 z) (CR ,3 R ,3 ) r NRl3 S (0)p(CR ,3 R ,3 ) t R ,6 > aa) (CR V 3 ) r S(0) p NR ^R VV', 

202 bb) (CRVW's^pN^W'W 16 , cc) (CR ,3 R 13 ) r NR ,3 R 13 , 

203 dd) Cl-6 alkyl, ee) C2-6 alkenyl, ff) C2-6 alkynyl, gg) (Cr'VVCmo saturated, 

13 13 

204 unsaturated, or aromatic carbocycle, and hh) (CR R ) r 3- 10 membered 

205 saturated, unsaturated, or aromatic heterocycle containing one or more 

206 heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, 

207 wherein any of dd) - hh) optionally is substituted with one or more R 16 

208 groups; 

209 alternatively, two R 14 groups may form -0(CH 2 ) s O-; 

210 R 15 is selected from the group consisting of: 

21 1 a) H, b) Q-6 alkyl, c) C2-6 alkenyl, d) C2-6 alkynyl, e) C 3 -i 0 saturated, 

212 unsaturated, or aromatic carbocycle, f) 3-10 membered saturated, unsaturated, or 

213 aromatic heterocycle containing one or more heteroatoms selected from the group 

2 1 4 consisting of nitrogen, oxygen, and sulfur, g) ^C(0)-Ci_6 alkyl, 

215 h) -C(0)-d^ alkenyl, g) -C(0)-C w alkynyl, i) -C(O)-C 3 . l0 saturated, 

216 unsaturated, or aromatic carbocycle, and j ) -C(O)-3-10 membered saturated, 

217 unsaturated, or aromatic heterocycle containing one or more heteroatoms selected 

218 from the group consisting of nitrogen, oxygen, and sulfur, 

219 wherein any of b) - j) optionally is substituted with one or more moieties 

220 selected from the group consisting of H; F; CI; T3r; I; CN; N0 2 ; OH; NH 2 ; 

221 NH(d^ alkyl); N(C^ alkyl) 2 ; alkoxy; aryl; substituted aryl; 

222 heteroaryl; substituted heteroaryl; and alkyl, optionally substituted 

223 with one or more moieties selected from the group consisting of aryl, 

224 substituted aryl, heteroaryl, substituted heteroaryl, F, CI, Br, I, CN, N0 2 , 

225 and OH; 
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R 16 , at each occurrence, independently is selected from the group consisting of: 
a) R 17 , b) Ci_ 6 alkyl, c) C 2 _ 6 alkenyl, d) C 2 -6 alkynyl, e) -C 3 ,» saturated, 
unsaturated, or aromatic carbocycle, and f) -3-10 membered saturated, 
unsaturated, or aromatic heterocycle containing one or more heleroatoms selected 
from the group consisting of nitrogen, oxygen, and sulfur, 

wherein any of b) - f) optionally is substituted with one or more R 17 
groups; 

R 17 , at each occurrence, independently is selected from the group consisting of: 

a) H, b) carbonyl, c) F, d) CI, e) Br, f) I, g) (Cr'V V^, h) (CrV^CN, 
i) <CRV) r N0 2 , j) (CR V^CrV), k) (CRVW, 
1) (CR V) r S(0)pR' 3 , m) (CR ,3 R V(0)R 13 , n) (CR 1 VWpR" 
o) (CR 13 R ,3 ) r OC(0)R 13 , p) (CR ,3 R 13 ) r NR ,3 C(0)R 13 , 
. q) (CR ,3 R ,3 ) rC (0)NR 13 R 13 , r) (CR VV^NrV*, 
s) (CR 13 R ,3 ) r NR ,3 C(0)NR ,3 R' 3 , t) (CR V W 3 S (0) p R 13 , 
u) (CR V\s(0 )p NR ,3 R 13 , v) (CR V^NrV^Nr'V 3 , w ) Cl . 6 alkyl, 
x) C 2 -6 alkenyl, y) C 2 -6 alkynyl, z) (CR I3 R 13 ) r C 3 .io saturated, unsaturated, or 
aromatic carbocycle, and aa) (CRW3-10 membered saturated, unsaturated, 
or aromatic heterocycle containing one or more heteroatoms selected from the 
group consisting of nitrogen, oxygen, and sulfur, 

wherein any of w) - aa) optionally is substituted with one or more 
moieties selected from the group consisting of Rl3; F; CI; Br; I; CN; N0 2 ; 

-OR13; -NH 2 ; -NH(C W alkyl); -N(C M alkyl)* C,. 6 alkoxy; C w alkylthio; 
and Ci.fi acyl; 

R 18 , at each occurrence, independently is selected from the group consisting of: 
a) H, b) OR 15 , c) -b-C.fi alkyl-OC(0)R 15 , d) -0-C,. 6 alkyl-OC(0)OR 15 , 
e) -0-C..6 alkyl-OC(0)NR 15 R 15 , f) -O-C,^ alkyl-C(0)NR ,5 R 15 , 
g) -O-C^ alkyl-NR I5 C(0)R 15 , h) -0-C w alkjd-NR^COOR 15 , 
0 -O-C,^ alkyl-NR 15 C(0)NR ,5 R' 5 , j) -O-C^ alkyl.NR 15 C(=NH)NR I5 R ,5 , 
k) -0-C w alkyl-S(0)pR ,s , 1) -0-C 2 ^ aIkenyl-OC(0)R 15 , 
m) -0-C 2 ^ alkenyl-OC(0)OR 15 , n) -0-C 2 ^ alkenyl-OC(0)NR 15 R 15 , 
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o) -O-C^ alkenyl-C(0)NR ,5 R 15 , p) -O-Cm alkenyl-NR 15 C(0)R 15 , 

q) -O-C2-6 alkenyl-NR 15 C(0)OR 15 , r) -0-C 2 ^ alkenyl-NR 15 C(0)NR l5 R 15 , 

s) -0-C 2 ^ alkenyl-NR 1 5 C(=NH)NR' 5 R* 5 , t) -O-C^ alkenyl-S(0) p R ls , 

u) -0-C M alkynyl-OC(0)R 15 , v) -0-C 2 ^ alkynyl-OC(0)OR 15 , 

w) -O-C^ alkynyl-OC(0)NR I5 R 15 , x) -0-C M alkynyI-C(0)NR 15 R ls , 

y) -0-C 2 ^ alkynyl-NR 15 C(0)R 15 , z) -0-C w alkynyl-NR ,5 C(0)OR' 5 , 

aa) -0-C 2 .6 alkynyl-NR ls C(0)NR 15 R 15 , 

bb) -0-C M alkyayl-NR l5 C(=NH)NR ,5 R 15 , cc) -0-C« alkynyl-S(0) p R 15 ; and 
dd) -NR 15 R 15 ; 

alternatively, two R 18 groups taken togedier form =0, =NOR 15 , or =NNR 15 R 15 ; 
R ,9 isR 12 ; 

R 20 is selected from the group consisting of: 

a) R 13 , b) F, c) CI, d) Br, e) I, f) CN, g) N0 2 , and h) -OR 11 ; 
alternatively, R 19 and R 20 taken together are -0(CH 2 ),0-; 

R 21 , at each occurrence, independently is selected from the group consisting of: 

a) H, b) F, c) CI, d) Br, e) I, f) CN, g) -OR 11 , h) N0 2 , i) -NR n R n J) C w alkyl, 
k) C1-6 acyl and 1) d-6 alkoxy; 

R 22 is selected from the group consisting of: 

a) alkyl, b) C2-6 alkenyl, c) C2-6 alkynyl, d) C w acyl, e) C,_ 6 alkoxy, 
f) Ci^ alkylthio, g) saturated, unsaturated, or aromatic C5-10 carbocycle, 
h) saturated, unsaturated, or aromatic 5-10 membered heterocycle containing one 
or more heteroatoms selected from the group consisting of nitrogen, oxygen, and 
: sulfur, i) -O-C1-6 alkyl-saturated, unsaturated, or aromatic 5-10 membered 
heterocycle containing one or more heteroatoms selected from the group 
consisting of nitrogen, oxygen, and sulfur, j) -NR 1 ! -Ci^ alkyl-saturated, 
unsaturated, or aromatic 5-10 membered heterocycle containing one or more 
heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, 
k) saturated, unsaturated, or aromatic 10-membered bicyclic ring system 
optionally containing one or more heteroatoms selected from the group consisting 
of nitrogen, oxygen, and sulfur, 1) saturated, unsaturated, or aromatic 13- 
membered tricyclic ring system optionally containing one or more heteroatoms 
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287 selected from the group consisting of nitrogen, oxygen, and sulfur, m) -OR 1 1 , 

288 n) -NR U R' \ o) S^R 1 \ and p) R 21 , 

289 wherein any of a) - 1) optionally is substituted with one or more R 12 

290 groups; 

291 alternatively, R 22 and one R 21 group, taken together with the atoms to which they are 

292 bonded, form a 5-7 membered saturated or unsaturated carbocycle, optionally substituted with 

293 one or more R 12 groups; or a 5-7 membered saturated or unsaturated heterocycle containing one 

294 or more atoms selected from the group consisting of nitrogen, oxygen, and sulfur, and optionally 

295 substituted with one or more R 12 groups; 

296 R 23 at each occurrence, independently is selected from the group consisting of. 

297 a) hydrogen; b) an electron-witlidrawing group; c) aryl; d) substituted aryl; 

298 e) heteroaryl; f) substituted heteroaryl; and g) Ci-6 alkyl, optionally substituted 

299 with one or more R 12 groups; 

300 alternatively, any R^and any R 20 , taken together with the atoms to which they are 

301 bonded, form a 5-7 membered saturated or unsaturated carbocycle, optionally substituted with 

302 one or more R 12 groups; or a 5-7 membered saturated or unsaturated heterocycle containing one 

303 or more atoms selected from the group consisting of nitrogen, oxygen, and sulfur, and optionally 

304 substituted with one or more R 12 groups; 

305 p, at each occurrence, is selected from the group consisting of 0, 1, and 2; 

306 r, at each occurrence, is selected from the group consisting of 0, 1, and 2; 

307 s 3 at each occurrence, is selected from the group consisting of 1, 2, 3, or 4; 

308 t, at each occurrence, is selected from the group consisting of 0, 1, or 2; 

309 u, at each occurrence, is selected from the group consisting of 1 , 2, 3, 4, or 5; and, 

3 1 0 v, at each occurrence, is selected from the group consisting of 0, 1 , 2, or 3 . 
12. A compound having the formula selected from the group consisting of: 
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.,,1MIR 9 




6 



5 H 3 C OCH 3 

6 or a pharmaceutical^ acceptable salt, ester, or prodrug thereof, 

7 wherein A, B, n, D, E, R, R l , R 4 , R 5 , R 6 , R 6 ', R 7 , R 8 , R 9 , and R 10 are as defined in claim 1 . 



1 3. A compound having the formula selected from the group consisting of: 
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10 D io 




,...miO A* 



A- 

O N 

.-W-A-' 



H 3 C OCH 3 



, and 




10 „io 



n»0 A — {^Brj D v ° 



H 3 C OCH3 

3 

a pharmaceutical^ acceptable salt, ester, or prodrug thereof, 

wherein A, B, n, D, E, R, R 1 , R 4 , R 5 , R 6 , R 6 ', R 7 , R 8 , R 9 , and R 10 are as defined in claim 1. 

A compound having the formula selected from the group consisting of: 

0 



H 3 C V ^M ^CH 3r( 



R \ /A (b^CH; 
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»'0H 



H 3 C OCH 3 



, and 




\ /A (b^CH* 



cAr 



">0H 



a pharmaceutically acceptable salt, ester, or prodrug thereof, 
wherein A, B, n, E, R 4 , and R 10 are as defined in claim 1 . 



A compound having the formula selected from the group consisting of: 
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S^M. ,vCH 3r4 
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A 



R \ R 10 ' 

lO x0 A — CHj* 



yC "' 0H 

/ H 3 C OCH3 

8 or a pharmaceutical^ acceptable salt, ester, or prodrug thereof, 

9 wherein A, B, n, E, R 4 , and R 10 areas defined in claim 1 . 



1 6. 



A compound having die formula selected from the group consisting of: 
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N A" 



6 



'''OH 

7 H 3 C 'bCH 3 

8 or a phannaceutically acceptable salt, ester, or prodrug thereof, 
wherein A, B, n, E, and R 10 are as defined in claim 1. 



9 

1 7. 



H,C* 



A compound having the formula selected from the group consisting of: 
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1 9. 
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1 10. 
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1 11. 

2 

1 12. 
2 



H 3 C bCH 3 

armaceutically acceptable salt, ester, or prodrug thereof, 
wherein A, B, n, E, and R 10 are as defined in claim 1. 

The compound according to any of claims 1-7, wherein n is 1. 

The compound according to any of claims 1-8, wherein A-(B) n -D is: 



The compound according to any of claims 1-8, wherein A-(B)„-D is: 

A-S0 2 NH-D. 

The compound according to any of claims 1-8, wherein A-(B) n -D is: 

A-C(S)NH-D. 

A compound having the formula 

M (CH 2 ) m B 0 



3 
4 



or a pharmaceutical^ acceptable salt, ester, or prodrug thereof, 

wherein M is a macrolide selected from the group consisting of 
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or a pharmaceutically acceptable salt, ester, or prodrug thereof 

14. A pharmaceutical composition comprising a compound according to any one of claims 
1-13 and a pharmaceutically acceptable carrier. 

15. A method of treating a microbial infection in a mammal comprising administering to the 
mammal an effective amount of a compound according to any one of claims 1-13. 
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1 16. A method of treating a fungal infection in a mammal comprising administering to the 

2 mammal an effective amount of a compound according to any one of claims 1-13. 

1 17. A method of treating a parasitic disease in a mammal comprising administering to the 

2 mammal an effective amount of a compound according to any one of claims 1-13. 

1 18. A method of treating a proliferative disease in a mammal comprising administering to the 

2 mammal an effective amount of a compound according to any one of claims 1-13. 

1 19. A method of treating a viral infection in a mammal comprising administering to the 

2 mammal an effective amount of a compound according to any one of claims 1-13. 

1 20. A method of treating an inflammatory disease in a mammal comprising administering to 

2 the mammal an effective amount of a compound according to any one of claims 1-13, 

1 21: A method of treating a gastrointestinal motility disorder in a mammal comprising 

2 administering to the mammal an effective amount of a compound according to any one of claims 

3 1-13. 

1 22. The method according to any one of claims 15-21 wherein the compound is administered 

2 orally, parentally, or topically. 

1 23. A method of synthesizing a compound according to any of claims 1-13. 

1 24. A medical device containing a compound according to any one of claims 1-13. 

1 25. The medical device according to claim 24, wherein the device is a stent 



